INTRODUCTION
Nasopharyngeal carcinoma (NPC) is one of the most common malignant tumors in Southern China [1] . Radiotherapy has long been the mainstay of treatment for patients with loco-regionally confined NPC. The 3-year disease-free survival rate of over 80% could be achieved after intensity modulated radiation therapy (IMRT) [2] . However, about 20% of patients still experience either loco-regional or distant treatment failure [2] . The difference of treatment outcomes is partly due to the individual radiosensitivity, especially the ability of DNA damage repair [3] [4] [5] [6] .
Base excision repair (BER) pathway is the main way to repair the radiation-induced DNA single strand break, including the apurinic/apyrimidinic (AP) site break and DNA base injury [7] . The main enzymes involved in the BER pathway are DNA glycosylase, AP endonuclease, DNA polymerase and DNA ligase [7] . Several key repair genes play important roles in BER pathway, such as the X-ray repair cross-complementing 1 (XRCC1), 8-oxoguanine DNA glycosylase (OGG1), and apurinic/apyrimidinic endonuclease 1 (APEX1) genes, which are associated with human tumor susceptibility and radiation toxicity [8] [9] [10] . XRCC1 can connect and fill the DNA incision in the final stage by forming a complex with poly(ADP-ribose) polymerase, DNA ligase III and DNA polymerase β [11] . OGG1 is a glycosylase that participates in removing oxidatively induced DNA base lesions [12] . And, APEX1 can detect and incise the AP sites in the early stage of DNA damage and plays a role in the inflammatory response [13] .
Single nucleotide polymorphism (SNP) is a DNA sequence polymorphism caused by single nucleotide change, which could influence the gene expression and protein functions, leading to different susceptibility to disease and affecting the sensitivity of radiotherapy [14] [15] [16] [17] . Currently, studies on the association between SNPs of BER pathway genes and radiation reaction were mainly concentrated on breast, prostate and lung cancers [18] [19] [20] . XRCC1 rs3213245 (c.-77T>C) was associated with grade ≥2 acute skin toxicity in breast cancer patients receiving radiotherapy after breast conserving surgery [18] . In prostate cancer patients treated with radiotherapy, XRCC1 rs25489 (Arg280His) mutation was associated with a lower risk of late bladder and/or rectal toxicity [19] . In patients with non-small cell lung cancer treated with definitive radiation therapy, XRCC1 rs25487 (A>G) AA genotype was associated with a lower risk of grade ≥ 2 radiation pneumonitis, whereas APEX1 rs1130409 (T>G) GG genotype was associated with an increased risk of grade ≥ 2 radiation pneumonitis in white population [20] . The SNPs of BER pathway genes have been proved to be associated with radiosensitivity. But there were few researches on the relationship between BER pathway gene SNPs and (chemo)radiotherapy efficacy or acute toxicities in NPC patients. From this point, we intend to clarify the impact of the common functional SNPs in BER pathway genes on (chemo)radiotherapy in patients with NPC.
RESULTS

Population characteristics and genotyping
The demographic features of the enrolled patients are summarized in Table 1 . 174 patients with nasopharyngeal non-keratinizing carcinoma were used for the final analysis, including 118 men and 56 women, with a mean age of 51 years old (ranging from 14-81 years old) at the time of diagnosis. 140 of the 174 patients (80.5%) were treated with a combination of radiotherapy and platinum based chemotherapy. The overall stage distribution was 13.8% (24/174) for stage I-II and 86.2% (150/174) for stage III-IV by 7
th American Joint Committee on Cancer (AJCC) staging system. There were 116 EBV-positive patients and 58 EBV-negative patients before treatments. The results of genotypes of 5 SNPs in XRCC1, OGG1 and APEX1 genes of the 174 patients are shown in Table 2 . All SNPs were analyzed by Hardy-Weinberg equilibrium. However, the genotype distributions of rs25487 and rs3213245 were not in accordance with the Hardy-Weinberg equilibrium and excluded in further analysis.
Association between gene polymorphisms and short-term efficacy
According to the Response Evaluation Criteria in Solid Tumors 1.1 (RECIST 1.1), at the end of radiotherapy, 140 patients (80.5%) achieved complete remission (CR) of their primary tumors. Of the 144 patients with lymph node metastasis, 125 patients (86.8%) had CR of the metastatic nodes. 128 of the 174 patients had complete clinical and imaging information 3 months after radiotherapy, of which 118 (92.2%) had CR in their primary sites, and 97 (89.8%) of the 108 patients with node metastases before radiotherapy were in CR regionally.
After adjusting for potentially prognostic factors, XRCC1 rs25489 and OGG1 rs1052133 had a significant impact on primary tumor efficacy at the end of radiotherapy ( No relationship between SNPs and the treatment efficacy at 3 months after radiotherapy was found in our research (Table 4) .
Association between gene polymorphisms and acute radiation toxicity
According to the Radiation Therapy Oncology Group and the European Organization for Research and Treatment of Cancer (RTOG/EORTC) acute radiation morbidity scoring criteria, there were 30, 61, 65 and 18 patients who had exhibited radiation-induced mucositis of grade 1, 2, 3 and 4, respectively. As shown in Table 5 , no SNP in BER pathway genes were associated with the risk of acute mucositis when severe mucositis (G3+, n=83) were compared with moderate or less mucositis (G0-2, n=91).
Acute radiation dermatitis developed in all of the 174 patients, including grade 1 in 128 patients (73.6%), grade 2 in 31 patients (17.8%), and grade 3 in 15 patients (8.6%). There was no grade 0 or grade 4 dermatitis observed during the treatment. There were no significant correlation between SNPs in BER pathway genes and the severity of radiation dermatitis when G0-1 dermatitis was compared with G2+ dermatitis after a multivariate adjustment (Table 5) .
Relation between radiation dose to specific region and radiation toxicity
The relation between radiation toxicity and the mean radiation doses to specific organs/tissues, including the oral cavity, larynx, skin and 4mm under the skin (skin 4mm ), was investigated in this study. As shown in Table 6 , There were no significant differences of radiation dose to the oral cavity (3893. 
DISCUSSION
In our study, we found that the wide genotype GG of XRCC1 rs25489 and the wide genotype CC of OGG1 rs1052133 were positively and negatively, respectively, associated with primary tumor efficacy at the end of radiotherapy. By contrast, no association was found between the BER gene polymorphisms and both tumor responses at 3 months after treatment and treatment related toxicities.
BER pathway gene polymorphisms were reported to be related to the oncogenesis [21] [22] [23] . Recent studies also showed that the mutation of BER pathway genes could increase the radiosensivity by reducing the DNA 
02).
Our data showed that patients with the wild genotype CC of OGG1 rs1052133 had a high risk of non-CR of the primary tumors at the end of radiotherapy, which was consistent with Costa et al's research. But there was no association between this SNP and the efficacy at 3 months after radiotherapy. Since there are lots of factors that participate in the damage mechanism of radiation, such as DNA repair after damage, cell proliferation, apoptosis and necrosis, inflammation, and oxidative stress [17] . With the progress of the disease, the influence of the above factors in each phase may be different. Moreover, there had been some patients (46 patients) who withdrew in the process of follow-up, which might be one of the reasons for the inconsistent results. Our study only explored the shortterm efficacy, and the long-term curative effect still needs further follow-up. Jin et al found that heavy smokers (>20 pack-years) carrying XRCC1 rs25487 GG genotype had significantly lower PFS rates than others in the 75 patients with NPC at stage II-IVA-B (HR=2.019, 95%CI: 1.010-4.036, P=0.047) [25] . In 60 Chinese patients with locally advanced NPC after radiotherapy, Zhai et al discovered that XRCC1 rs25487 AA was correlated with higher rate of medium-term tumor regression after RT for primary nasopharyngeal neoplasm and metastatic lymph nodes than other two genotypes (>80% vs 40-60%, P < 0.01) [26] . In our study, XRCC1 rs25487 was not in accordance with the Hardy-Weinberg equilibrium and thus excluded in further analysis. However, it still needs a large number of samples to validate.
Several studies showed that BER pathway related gene polymorphisms were associated with acute or chronic radiation toxicities in cancer patients. In a study of 101 patients with head and neck squamous cell carcinoma, the development of grade ≥2 mucositis was increased in patients with XRCC1 rs25487 A allele (HR=1.72) [27] . Alsbeih et al analyzed the association between XRCC1 rs25487 (g.G28152A) and the late reaction to radiotherapy in 60 NPC patients, and found that XRCC1 g.28152A allele was significantly associated with a lower grade condition of grade ≥2 skin and deep tissue fibrosis (OR=0.30, 95%CI: 0.10-0.89, P=0.02) [28] . After increasing the sample size to 155 patients, they still found that compared with wild genotypes, patients with XRCC1 rs25487 A allele had a lower risk of grade 3-4 fibrosis [29] . Another research of 114 NPC patients proved that the XRCC1 rs25487 GA genotype was significantly associated with the development of grade 3 dermatitis (OR=2.65, 95%CI=1.04-6.73, P=0.037) and was also associated with higher incidence of grade 3 mucositis with a borderline statistical significance (OR=2.11, 95%CI=0.951-4.66, P=0.065) [30] . However, Zhai et al did not find any association between XRCC1 rs25487 and acute or chronic radiation toxicities in 60 patients with locally advanced NPC [26] . We did not find any BER gene polymorphism that has significant impact on acute radiation toxicity reaction in NPC patients. This may be because that the radiation damage to normal tissues, such as skin and mucosa damage, depends mainly on cell regeneration, proliferation and inflammation, while the role of DNA damage repair is relatively small.
We didn't find any relations between the mean dose to the oral cavity and skin and radiation mucositis or dermatitis. One reason is that the prescribed doses to the normal tissues were strictly limited, and the radiation doses to the normal tissues were only slightly different among this cohort of patients. An other reason for this paradoxical result is the inaccuracy of delineation of the normal tissues. There was often compromise in the contouring of normal tissues if the tumor was close to or even invaded the normal tissues. In this case, only the tissues not involved by tumors were contoured and protected in an effort to best treat the tumors, and the mean dose to the normal tissues could be under-estimated. In summary, our study explored the impact of polymorphisms in BER pathway genes on (chemo) radiotherapy in NPC patients. We only found the BER SNPs had significant correlation with the curative effect at the end of radiation therapy and did not find any influence on radiation toxicity. Further study with long-time follow-up and large population would be needed to explain the relevance between polymorphisms and the long-term survival.
MATERIALS AND METHODS
Patient selection and treatment
A total of 174 NPC patients were recruited into our research between April 2014 and September 2015 in Jiangxi Cancer Hospital, China, according to the inclusion and exclusion criteria. Patients were included in the study if they had pathologically confirmed non-keratinizing NPC if they met all of the following criteria: no distant metastasis at diagnosis; previously untreated of their tumors; ECOG performance status score ≤ 1; no severe comorbilities of heart, lung, liver or kidney. Lactating femal patients or patients with pregnancy, patients with active infections before treatment and history of any other tumors were excluded from the study. The study protocol was approved by the Ethics Committee of Jiangxi Cancer Hospital and registered online through the website of Chinese Clinical Trial Registry (ChiCTR-OPC-14005257). All eligible patients signed the informed consent before treatment.
All the patients were treated by radiotherapy with 6 MV photons by use of intensity-modulated radiation therapy (IMRT). The radiation techniques were reported elsewhere [31] . Briefly, the prescription doses were 70 Gy in 30 to 33 fractions to the primary tumors, 66 to 70 Gy in 30 to 33 fractions to the positive cervical lymph nodes, and 54 to 60 Gy in 30 to 33 fractions to other areas with potential tumor involvement. All radiotherapies were delivered once daily, 5 days a week. 34 of the 174 patients were treated by radiotherapy alone, while other patients received a combination of radiotherapy and platinumbased chemotherapy.
Demographic and clinical data, such as age, gender, smoking and drinking status, TNM stage (using 7 th AJCC staging system), MRI and nasopharyngoscope information, were recorded. Those who had smoked >100 cigarettes in their lifetime were considered "smoker", and all others were considered "non-smoker" [32] . "Drinker" was defined as a daily ethanol intake > 40 g for men and > 20 g for women [33] . Additionally, the mean doses to the oral cavity, larynx, skin and 4mm under the skin (skin 4mm ) in the radiotherapy plans were also collected.
Study end points
Acute radiation toxicity was evaluated from the first day to the end of radiotherapy. In our study, radiation-induced mucositis and dermatitis were evaluated and scored according to RTOG/EORTC acute radiation morbidity score criteria [34, 35] . Patients with high grade of toxicity were compared with patients with low toxicity.
The efficacy at the end of radiotherapy and at 3 months after radiotherapy was evaluated by RECIST 1.1 [34, 36] based on MRI imaging and nasopharyngoscope. The RECIST 1.1 defines the efficacy with complete remission (CR), partial remission (PR), stable disease (SD) and progression disease (PD). The primary tumor efficacy is only for the tumor. In this study, we divided all patients into two groups: CR or non-CR.
SNP selection and genotyping analysis
The National Center for Biotechnology Information dbSNP database (http://www.ncbi.nlm.nih.gov/) and HapMap database (http://hapmap.ncbi.nlm.nih.gov/) were used to identify the potentially functional SNPs based on the following 3 criteria: 1) location in the promoter untranslated region or coding region of gene; 2) a minor allele frequency (MAF) ≥ 10% in Han Chinese reported in the dbSNP database; 3) previous reports of an association with radiosensitivity in NPC or other cancers. According to the candidate gene approach, a total of 5 SNPs in 3 BER pathway genes were genotyped, including XRCC1 (rs25487, rs25489 and rs3213245), OGG1 (rs1052133) and APEX1 (rs1130409).
Peripheral venous blood (3 ml) was collected from patients before radiotherapy and stored at −20°C. Genomic DNA was extracted from the blood lymphocytes using a Wizard ® Genomic DNA Purification Kit (Promega, America) according to the manufacturer's instructions. All the DNA samples were stored at −80°C until genotyping analysis. Sequenom MassArray (BioMiao Biological, Beijing, China) was used for SNPs analysis.
Statistical analysis
Statistical analysis was performed using SPSS 18.0 software (IBM, Armonk, New York, USA) and P<0.05 was considered significant. The patients' characteristics, including gender, age, body mass index (BMI), smoking history, drinking history, family history, TNM stage, use of chemotherapy and EBV, were chosen as adjusting factors for multivariate analysis. The multivariate analysis of the association between SNPs and radiation toxicity or shortterm efficacy was estimated by computing the odds ratio (OR) and 95% confidence interval (95%CI) from logistic regression analyses.
